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Sir: 



Prior to examination, please amend the application as follows: 



In the Claims: 

Please cancel claims 1-27. 

Please add new claims 28-55 as follows: 
28. A transgenic rat whose genome comprises a first stably integrated transgenic nucleotide sequence 
encoding a human CD4, a second stably integrated transgenic nucleotide sequence encoding a human 
chemokine receptor and a third stably integrated transgenic nucleotide sequence encoding a polypeptide 
that interacts with an HIV sequence; 

wherein the first, second and third transgenes are operably linked to a promoter to be 
preferentially expressed which results in HIV adhesion and infection of T-cells and/or macrophages. 



29. The transgenic rat of claim 28, wherein the polypeptide encoded by the third transgene that 
interacts with an HIV sequence is a subunit of human elongation factor P-TEFb. 

The transgenic rat of claim 28, wherein the polypeptide encoded by the third transgene that 
interacts with an HIV sequence is Cyclin T. 
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1>\ The transgenic rat of claim 28, wherein the rat is homozygous for human CD4. 

3 V The transgenic rat of claim 28, wherein the rat is homozygous for a human chemokine receptor. 

The transgenic rat of claim 28, wherein the chemokine receptor is selected from the group 
consisting of: CCR3, CCR5, CCR2B, CXCR4, CXR3, CCR8, GPR15, STRL33, APJ, and LTB 4 . 

'^J^ The transgenic rat of claim 34, wherein the chemokine receptor is CCR5. 

The transgenic rat of claim 29, wherein the chemokine receptor is CCR5. 

%lo ^ The transgenic rat of claim 30, wherein the chemokine receptor is CCR5. 



H M. An isolated cell derived from the rat of Claim 28, wherein said isolated cell expresses said 

1$ transgenes. 

fll 

Tne transgenic rat of claim 34, wherein the third transgene encodes a subunit of human elongation 
factor P-TEFb. 

yj ^ The transgenic rat of claim 34, wherein the third transgene encodes Cyclin T. 

(p ^ A method for screening for biologically active agents that modulate HIV adhesion and/or 
infection, the method comprising: 

combining a candidate agent with a transgenic rat having a genome comprising an exogenous and 
stably transmitted transgene encoding a human CD4, an exogenous and stably transmitted transgene 
encoding a human chemokine receptor and a third stably integrated transgenic nucleotide sequence 
encoding a polypeptide that interacts with an fflV sequence, wherein the first, second and third 
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transgenes are operably linked to a promoter to be preferentially expressed in T-cells and/or macrophages 
which results in HIV adhesion and/or infection of cells expressing said transgenes in said transgenic rat; 
and 

determining the effect of said agent on fflV infection of said transgenic rat. 

/ 

4-2. The method of claim 4 1 , wherein the third transgene encodes a subunit of human elongation 
factor P-TEFb. 




The method of claim 41, wherein the third transgene encodes Cyclin T. 



44^ The method of claim 41, wherein FflV infection is determined by measuring at least one 
associated FflV phenomena selected from the group consisting of: viral adhesion to cells, viral 
integration, viral replication and T-cell depletion. 

^6. A method of screening for biologically active agents that modulate FflV adhesion and/or infection, 
' the method comprising: 

combining a candidate agent with a transgenic rat cell culture, said cells in culture comprising an 
exogenous and stably transmitted transgene encoding a human CD4, an exogenous and stably transmitted 
transgene encoding a human chemokine receptor and an exogenous and stably transmitted transgene 
encoding a polypeptide that interacts with a FflV sequence, wherein the first, second and third transgenes 
are operably linked to a promoter to be preferentially expressed in T-cells and/or macrophages; and 
determining the effect of said agent on FflV infection of said rat cell culture. 

A method of assessing the infectivity of an HIV isolate comprising: 
inoculating a first transgenic rat with an FflV isolate; 
inoculating a second transgenic rat with a representative FflV isolate, 

wherein both transgenic rats have a genome comprising an exogenous and stably transmitted first 
transgene encoding a human CD4, a second exogenous and stably transmitted transgene encoding a 
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human chemokine receptor and a third exogenous and stably transmitted transgene encoding a 
polypeptide that interact with a HIV sequence, wherein the first, second third transgenes are operably 
linked to a promoter to be preferentially expressed in T-cells and/or macrophages such that cells 
expressing said transgenes are infected by HIV; and 

comparing the HIV isolate infectivity of the first transgenic rat to the representative HIV infectivity of 
the second transgenic rat. 

4fi. The method of claim 46, wherein the HIV isolate is a strain of HIV-1 . 



i y 



A method for testing the activity of selected HIV sequences, comprising: 
j jj providing a transgenic rat having a genome comprising a first exogenous and stably transmitted 

transgene encoding a human CD4, a second exogenous and stably transmitted transgene encoding a 
^ human chemokine receptor and a third exogenous and stably transmitted transgene encoding a 
polypeptide that interacts with a HIV sequence, wherein the first, second and third transgenes are 
operably linked to a promoter to be preferentially expressed in T-cells and/or macrophages such that cells 

O expressing said transgenes can be infected by HIV; 

ft! 

infecting the rat with a virus, said virus comprising selected HIV sequences and sequences from a 
non-HIV virus; and 

determining the effect of the selected HIV sequences on infection of the transgenic rat by said 



virus. 



^( The method of claim 48, further comprising: 

administering to the infected transgenic rat a candidate agent; and 

determining the effect of the candidate agent on HIV adhesion and/or infection of the infected 
transgenic rat. 

V 1 ^ The transgenic rat of claim 29, wherein the chemokine receptor is CXCR4. 
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<t>; 



The transgenic rat of claim 30, wherein the chemokine receptor is CXCR4. 



An isolated rat cell of claim 38, wherein second stably integrated nucleotide sequence encodes a 
human CCR5 chemokine receptor. 

A* 1 isolated rat cell of claim 38, wherein second stably integrated nucleotide sequence encodes a 
human CXCR4 chemokine receptor. 



A method of producing a transgenic rat, comprising: 
r J* transforming a cell comprising a vector, the vector comprising a first transgene encoding a human 

14 CD4, a second transgene encoding a human chemokine receptor and a third transgene encoding a 
L2 polypeptide that interacts with a HIV sequence, wherein the first, second and third transgenes are 
*,j operably linked to a promoter; 

f II introducing the transformed cell into a blastocoel of a blastocyst; 

positioning the modified blastocyst into a uterine horn of a pesudopregnant female rodent; and 
allowing the female rodent to go to term, wherein offspring of the female rodent are screened for 
having the three transgenes. 



5^ A method of claim 54, wherein the second transgene encoding a human chemokine receptor is CCR5 and 
the third transgene is Cyclin T. 



No new matter is introduced by these amendments. 
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REMARKS 



Originally filed claims 1-27 have been cancelled and new claims 28-55 have been added to more 
distinctly point out and describe the invention disclosed in the application filed herewith. 

This amendment is being filed with an Appendix of Pending Claims and a transmittal letter/fee 
sheet. In the unlikely event that the transmittal letter is separated from this document and the Patent 
Office determines that extensions or other relief is required and/or fees are due, applicants petition for 
any required relief including extensions of time and authorize the Commissioner to charge our Deposit 
Account No. 50-0815 for any fees due in connection with the filing of this document. 



i BOZICEVIC, FIELD & FRANCIS LLP 
1 200 Middlefield Road, Suite 200 

Menlo Park, CA 94025 

Telephone: (650) 327-3400 

Facsimile: (650)327-3231 



Respectfully submitted, 



; Date: 



February 6, 2002 




/ Kathleen sTrla!!, Reg^No. 44,143 
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Appendix of Pending Claims for: 
"Transgenic Rodents and Rodent Cel^, lines Expressing HIV Co-Receptors" 

Filed Herewith 

28. A transgenic rat whose genome comprises a first stably integrated transgenic nucleotide sequence 
encoding a human CD4, a second stably integrated transgenic nucleotide sequence encoding a human 
chemokine receptor and a third stably integrated transgenic nucleotide sequence encoding a polypeptide 
that interacts with an HIV sequence; 

H 

q wherein the first, second and third transgenes are operably linked to a promoter to be 

W preferentially expressed which results in HIV adhesion and infection of T-cells and/or macrophages. 

w 

m 29. The transgenic rat of claim 28, wherein the polypeptide encoded by the third transgene that 
J =a interacts with an HI V sequence is a subunit of human elongation factor P-TEFb. 

q 31. The transgenic rat of claim 28, wherein the polypeptide encoded by the third transgene that 

fit . 

p: interacts with an HIV sequence is Cyclin T. 



s 45 



32. The transgenic rat of claim 28, wherein the rat is homozygous for human CD4. 

33. The transgenic rat of claim 28, wherein the rat is homozygous for a human chemokine receptor. 

34. The transgenic rat of claim 28, wherein the chemokine receptor is selected from the group 
consisting of: CCR3, CCR5, CCR2B, CXCR4, CXR3, CCR8, GPR15, STRL33, APJ, and LTB 4 . 

35. The transgenic rat of claim 34, wherein the chemokine receptor is CCR5 . 

36. The transgenic rat of claim 29, wherein the chemokine receptor is CCR5 . 

37. The transgenic rat of claim 30, wherein the chemokine receptor is CCR5. 
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38. An isolated cell derived from the rat of Claim 28, wherein said isolated cell expresses said 
transgenes. 

39. The transgenic rat of claim 34, wherein the third transgene encodes a subunit of human elongation 
factor P-TEFb. 

40. The transgenic rat of claim 34, wherein the third transgene encodes Cyclin T. 

41. A method for screening for biologically active agents that modulate fflV adhesion and/or 
infection, the method comprising: 

combining a candidate agent with a transgenic rat having a genome comprising an exogenous and 
stably transmitted transgene encoding a human CD4, an exogenous and stably transmitted transgene 
encoding a human chemokine receptor and a third stably integrated transgenic nucleotide sequence 
encoding a polypeptide that interacts with an fflV sequence, wherein the first, second and third 
transgenes are operably linked to a promoter to be preferentially expressed in T-cells and/or macrophages 
which results in fflV adhesion and/or infection of cells expressing said transgenes in said transgenic rat; 
and 

determining the effect of said agent on HIV infection of said transgenic rat. 

42. The method of claim 41, wherein the third transgene encodes a subunit of human elongation 
factor P-TEFb. 

43 . The method of claim 4 1 , wherein the third transgene encodes Cyclin T. 

44. The method of claim 41, wherein fflV infection is determined by measuring at least one 
associated fflV phenomena selected from the group consisting of: viral adhesion to cells, viral 
integration, viral replication and T-cell depletion. 
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45. A method of screening for biologically active agents that modulate fflV adhesion and/or infection, 
the method comprising: 

combining a candidate agent with a transgenic rat cell culture, said cells in culture comprising an 
exogenous and stably transmitted transgene encoding a human CD4, an exogenous and stably transmitted 
transgene encoding a human chemokine receptor and an exogenous and stably transmitted transgene 
encoding a polypeptide that interacts with a HIV sequence, wherein the first, second and third transgenes 
are operably linked to a promoter to be preferentially expressed in T-cells and/or macrophages; and 

determining the effect of said agent on HIV infection of said rat cell culture. 

46. A method of assessing the infectivity of an HIV isolate comprising: 
inoculating a first transgenic rat with an HIV isolate; 
inoculating a second transgenic rat with a representative HIV isolate, 

wherein both transgenic rats have a genome comprising an exogenous and stably transmitted first 
transgene encoding a human CD4, a second exogenous and stably transmitted transgene encoding a 
human chemokine receptor and a third exogenous and stably transmitted transgene encoding a 
polypeptide that interact with a HIV sequence, wherein the first, second third transgenes are operably 
linked to a promoter to be preferentially expressed in T-cells and/or macrophages such that cells 
expressing said transgenes are infected by HIV; and 

comparing the HIV isolate infectivity of the first transgenic rat to the representative HIV infectivity of 
the second transgenic rat. 

47. The method of claim 46, wherein the HIV isolate is a strain of HIV- 1 . 

48. A method for testing the activity of selected HIV sequences, comprising: 

providing a transgenic rat having a genome comprising a first exogenous and stably transmitted 
transgene encoding a human CD4, a second exogenous and stably transmitted transgene encoding a 
human chemokine receptor and a third exogenous and stably transmitted transgene encoding a 
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polypeptide that interacts with a fflV sequence, wherein the first, second and third transgenes are 
operably linked to a promoter to be preferentially expressed in T-cells and/or macrophages such that cells 
expressing said transgenes can be infected by HIV; 

infecting the rat with a virus, said virus comprising selected fflV sequences and sequences from a 
non-HIV virus; and 

determining the effect of the selected fflV sequences on infection of the transgenic rat by said 

virus. 



49. The method of claim 48, further comprising: 

administering to the infected transgenic rat a candidate agent; and 

determining the effect of the candidate agent on HIV adhesion and/or infection of the infected 
transgenic rat. 

50. The transgenic rat of claim 29, wherein the chemokine receptor is CXCR4. 

51. The transgenic rat of claim 3 0, wherein the chemokine receptor is CXCR4. 

52. An isolated rat cell of claim 3 8, wherein second stably integrated nucleotide sequence encodes a 
human CCR5 chemokine receptor. 

53. An isolated rat cell of claim 38, wherein second stably integrated nucleotide sequence encodes a 
human CXCR4 chemokine receptor. 



54. A method of producing a transgenic rat, comprising: 

transforming a cell comprising a vector, the vector comprising a first transgene encoding a human 
CD4, a second transgene encoding a human chemokine receptor and a third transgene encoding ; 
polypeptide that interacts with a HIV sequence, wherein the first, second and third transgenes . 
operably linked to a promoter; 



a 
are 
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introducing the transformed cell into a blastocoel of a blastocyst; 

positioning the modified blastocyst into a uterine horn of a pesudopregnant female rodent; and 
allowing the female rodent to go to term, wherein offspring of the female rodent are screened for 
having the three transgenes. 

55. A method of claim 54, wherein the second transgene encoding a human chemokine receptor is CCR5 
and the third transgene is Cyclin T. 
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